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example:

Potcncy testing at this time point has not yet been

Potency testing at this time point has not yet been

unit. This lot was redated 11/22/94.

point.

specification on 2/23/98.

specification on 8/28/97 (invalid) and failed to me

1. Stability testing has not always been performed in accordance with stability protocols, for
Anthrax Vaccine, lot FAVD40, was scheduled for 6 month stability testing on 6/2/98.

Anthrax Vaccine, lot FAV013, was scheduled for 6 month stability testing on 6/22/98.
specification for Phemerol on 6/24/98. To date, this result has not been reviewcd by the Quality
Anthrax Vaccine, lot FAV010, was scheduled for 6 month stability testing on 4/7/98.
Potency testing at this time point was not performed. This lot is currently being tested for potency
< for the 12 month time point. This lot was redated 10/11/94.
2. The Quality Review Board has not addressed the failure of Diphtheria Tetanus Toxoid, lot
#DT4176, to meet jts potcncy specification for Diphtheria Toxoid at the 3 month stability time

3. CBER has not been notified in accordance with Error and Accident reporting of the following:

Rabics Vaccine stability lot #RV 152, manufactured on 3/7/96 failed to meet its potency
Rabies Vaccine stability lot #RV 153, manufactured on 5/6/96 failed to meet its potency -

Investigations into these failures have not included considcration of other lots that may be affected.

4. On 6/30/98, the firm installed a new reaction tank mixer on Tank ~~——~ —— —
data documenting that the new mixer is equivalcnt to the old mixer, including mixing profiles. In
addition, CBER has not been notified of this change.

performed.

performed. This lot failed to meet the stability

et potency specifications again on 2/24/98.

There is no
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5. Method validation for determination of Phemerol in Anthrax Vaccine excludes accuracy data
at the — —— level for-one of two analysts:

6. Immune Globulin, lot IG130, did not show preservative eff;ctivencss _against several organisms
and did not pass Preservative Effectiveness tgsting'a_cdé'rding_to a report.dated 7/13/98.

7. There is no established microbial limit for the water in the pasteurizer in Building— , used for
heat treatment of Albumin (Human), — vials. In addition, potable water is used for rinsing of the
vials of Albumin after heat treatment. '

g. On 10/20/98, we observed Stépp_aée of the filling line during manufacture of IGIM, lot #1G139,
because of mechanical problems with the - -~———The starwhe€l was removed, replaced and
adjusted, taking approximately 15 minutes. This unexpected maintenance of the capper was not
recorded in either the batch record or the Log of Use, Maintenance, and Cleaning (LUMAC). In
addition, review of LUMAC logs found that equipment cleaning was not included in these logs.

Repeat Observations:

9. The following validations have not been initiated: process validation for the manufacture of
Rabies Vaccine; storage of WFI for use in the Rabics manufacturing facility; rabies manufacturing

y—-

-10. SOPs have not been amended to address: when a lot should be monitored on stability when
manufacturing deviations occur; time limits for completion of investigations; when senior quality
management should be notified of deviations; actions to take when filling is interrupted; additional
clcaning and increased sampling when environmental monitoring action limits are exceeded.

11. Training of employees performing visual inspection of finished product containers does not
includc examplcs of types of particulates and discoloration they are to loak for. Finished containers
are not hcld up against a black and white background dunng inspection. In addition, there is no
requirement that employees performing the inspection demonstrate their ability to detect defects:.
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12 Qualfication of -~ — — - —cells has not been submitted to CBER.

N

13. The — cmcron ﬁ]ters used to filter comprcsscd air for posmve pressure transfer of product in
Rabies Vaccine productlon are not mtcgrny testcd :
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